D etection and intervention in the very early phases of psychosis is possibly the field of schizophrenia's best hope for substantive improvements in the outcome of schizophrenia spectrum disorders. Huge progress has been made in many mental health systems worldwide, offering specialized intervention programs for people experiencing first-episode psychosis (FEP). 1 During the past decade a wide range of research and clinical work has explored the possibility of intervention before the onset of the full disorder. 2 This work focuses on the prepsychotic or prodromal stage of the illness, which has been defined as the period marked by changes from a person's premorbid mental state and level of functioning up to the appearance of psychotic features. 3 About 80% to 90% of people with schizophrenia describe various subthreshold symptoms in the months and years preceding psychosis, including changes in drive, perception, beliefs, attention, concentration, mood, affect, and behaviour. 4 It is possible that much of the disability associated with schizophrenia develops during the prodromal period, in which poor social functioning and the beginning of negative symptoms form the foundation on which psychosis later develops.
From retrospective studies, 5 it seems as if most people with schizophrenia retrospectively report a prodromal period characterized by increasing problems in thinking, feeling, and behaving, but it is unclear how many people who may experience similar prodromal type symptoms will go on to develop a psychotic illness. Therefore, what is most important for early intervention would be to accurately identify people who may be at true risk of developing a psychotic illness. As the prodrome is essentially a retrospective concept, young people who are seen as being at risk for psychosis have been described as ultra-high risk or at clinical high risk because, as will be described in the first In Review paper in this issue, 6 they are considered to be at high risk of developing psychosis based on clinical features.
Dr Alison R Yung and Dr Barnaby Nelson, 6 from the University of Melbourne, review the efforts of researchers in Australia, North America, and Europe to develop and test operational criteria for prospectively assessing the risk for psychosis and suggest that it is possible to reliably identify an at-risk mental state in which people have an increased risk-for example, 25% to 35%-of developing a diagnosable psychotic illness during several years. 7 These young people are generally help-seeking adolescents or young adults, and have many other concerns. Comorbid diagnoses, in particular, anxiety, depression, and substance use disorders, are common. Impairment in social, role, and cognitive functioning, intermediate in severity to people with a psychotic illness and healthy control subjects, has been observed. 8 It is these clinical concerns that form the basis for studies attempting to determine the predictors of psychosis. Results typically suggest that poor functioning, attenuated psychotic symptoms (such as unusual thought content and suspiciousness), substance misuse, and genetic high risk are among the common predictors. 7, 9 Some research groups have begun to study biological markers that may predict psychosis. There is growing awareness that measures of brain anatomy and function may represent vulnerability markers for increased psychosis risk. [10] [11] [12] As described in the second In Review paper in this issue 13 there has been an explosion of neuroimaging data. In their review, Dr Stephen J Wood and colleagues, 13 from the University of Birmingham, put all the exciting new findings into perspective, both in terms of prediction of psychosis and where the area needs to go. The hypothalamic-pituitaryadrenal (HPA) axis functioning in people at clinical high risk has also been explored, using salivary cortisol measures to assess HPA axis integrity. Clinical high-risk people who eventually developed psychosis exhibited higher cortisol levels at several follow-up points prior to conversion, compared with those that did not. 14 As our data has grown regarding the predictive validity of clinical high-risk criteria, and the range of impairments and difficulties these young people experience, research has moved from early identification to preemptive intervention. The goal of these studies reviewed by Yung and Nelson in this issue 6 was to reduce symptoms and behavioural deficits associated with this stage of illness, and to prevent or delay the onset of the FEP.
What next? There are several obvious steps. The first is that the field of psychosis needs to move toward improved prediction models, specifically adding biomarkers as to the clinical predictors. Such models, although they will ideally improve our understanding of psychosis, will require translation to make them clinically useful. 2 The second is advancing our work in testing treatments for this population to have treatments that are specifically designed for them, and that may have some basis in established risk factors. 2 Work on innovative treatments that not only address current concerns but also are preventive are much needed. Other important areas for the future is the growing concern that many young people who appear to be in the prodromal phase of a psychotic illness do not actually develop the illness but could not be described as healthy young people. 8 This may be a concern that needs addressing in conjunction with recent advances in studying youth mental health and risk for mental health problems in general. 15 Finally, as presented in the Yung and Nelson paper, 6 there is a wealth of research exploring the existence of psychoticlike experiences in the general population that has implications for this high-risk research as well as schizophrenia research.
